Fig. S1. IgM internalization into hFCMR-transfected cell lines.
(A) Internalization of IgM and human serum (10%) by hFCMR-transfected cells. IgM mean intensity fluorescence (GMFI) shown for indicated time points were normalized to time 0. The mean ± SD from five independent experiments is shown. Mann-Whitney test was used for the comparison of % IgM on cell surface (GMFI) values for hIgM and human serum. Internalization of PNGase F-treated (A) and neuraminidase-treated (B) hIgM by untransfected cells. The mean ± SD of three independent repeats is shown.
Fig. S4. Effect of de-glycosylation on IgM internalization by lymphocytes.
PBMCs (2 x 10 5 ) isolated from healthy donors were washed and incubated with media supplemented with endoglycosidase-treated (Neuraminidase+/ PNGase F+) and -nontreated (Neuraminidase -/ PNGase F-) human IgM (15µg/ml) for 1h on ice, prior to internalization assays. Levels of IgM on lymphocyte surfaces (GMFI) were determined by flow cytometry using antibodies specific for CD3, CD4, CD8, CD19, and human IgM. The mean ± SD of three independent repeats is shown. Fig. S5 . Evaluation of the Cµ2/Cµ4/hFCMR and Cµ3/Cµ4/hFCMR complexes (A) The Cµ2/Cµ4/hFCMR model consists of only one Cµ2 and two Cµ4 domains from a single IgM monomer extracted from the pentameric IgM structure. (B) The Cµ3/Cµ4/hFCMR model consists of two pairs of Cµ3/Cµ4 domains from two adjacent IgM monomers extracted from the pentameric IgM structure. Although the contact areas of the initial structures of both the Cµ2/Cµ4/hFCMR and Cµ3/Cµ4/hFCMR complexes were similar, the area of the Cµ2/Cµ4/hFCMR interface was significantly greater than the Cµ3/Cµ4/hFCMR interface at the end of the simulations (30 ns). For these simulations, IgM regions distant from the hFCMR interface were held fixed (see Methods). The proteins are colored as described in Fig. 5 .
Fig. S6. Model of the hFCMR/pentameric IgM complex.
Shown is the complex of FCMR bound to the pentameric IgM complex based on the model of FCMR bound to the IgM monomer (Fig. 5) . All proteins are shown as van der Waals spheres.
The IgM pentamer is white, the FCMR is purple, and the residues directly involved in the interaction are blue. The Asn residues in IgM that are glycosylated are red. These residues are found to be far from the proposed location of the FCMR-binding interface, consistent with a lack of an effect of N-glycans on the interaction with FCMR. 
